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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Industrial Application] About a blood viscosity fall agent, in detail, this invention contains the extract 
or its fractionation object of Artemisiae argyi folium, glycyrrhiza, Rehmanniae radix. Astragali radix, a 
bulrush, moutan bark, and Salvia miltiorrhiza Bge. as an active principle, and relates to the constituent 
containing the blood viscosity fall agent and it which improve the blood stagnation of a microcirculatory 
system, the condition from ** of a microthrombus, etc. 
[0002] 

[Description of the Prior Art] Conventionally, as drugs which improve the blood stagnation of a 
microcirculatory system, the condition from ** of a microthrombus, etc., although drugs, such as 
isoxsuprine hydrochloride, cinnarizine, and maleic-acid SHINEPASHIDO, are used, these many make a 
blood vessel extend by the smooth muscle relaxant action, and have the effectiveness of improving a 
peripheral blood line. 

[0003] However, although it becomes important not only for making a blood vessel extend but raising 
erythrocyte deformability and reducing blood viscosity by these etc. property improving the flow of 
blood in order to improve microcirculation, there is nothing that is known as a blood viscosity fall agent 
for improving microcirculation now. 

[0004] On the other hand, it is known conventionally that the component which shows a hemostatic 
action, an antifungal action, and a stomachic operation about crude drugs, such as Artemisiae argyi 
folium, is contained, and it is widely used as an astringent hemostat or analgesic. Moreover, although it 
is also known that there are some which have an operation of the operation which extends blood- 
clotting-time depressant action, the prothrombin time, and the activated partial thromboplastin time, 
antiplasmin activity, platelet aggregation activity inhibition, etc. in the component contained in 
Artemisiae argyi folium, the viscosity of blood is reduced using these and the attempt in which 
microcirculation is improved by it is not yet reported. 

[0005] Moreover, although the so-called usefulness of functional food is pointed out in recent years, 
what has a lustrous skin operation is not known. The condition of the skin has health condition and deep 
relation, and people's health has the large place depended on eating habits, and it is considered to be a 
desirable thing to acquire a beautiful skin effect with food. 

[0006] By the way, although the blood-flow improvement of a microcirculatory system etc. can be 
considered for the circulation promotion to the skin when a lustrous skin operation is solicited, it is not 
desirable to add for food and to take in the circulation accelerator known conventionally every day, in 
view of safety. Furthermore, what has a blood-flow improvement operation of a microcirculatory system 
is not known. 
[0007] 

[Problem(s) to be Solved by the Invention] This invention is made from the above-mentioned viewpoint, 
in order to improve microcirculation, it can reduce blood viscosity, and it makes it a technical problem 
to offer the constituent which moreover contains a blood viscosity fall agent and it with high safety. 
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[0008] 

[Means for Solving the Problem] In order that this invention person may solve the above-mentioned 
technical problem, as a result of inquiring wholeheartedly, Artemisiae argyi folixmi, glycyrrhiza, 
Rehmanniae radix. Astragali radix, a bulrush, moutan bark, and the extract of Salvia miltiorrhiza Bge. 
reduced blood viscosity, and the extract of Artemisiae argyi folium and glycyrrhiza resulted [ raising 
erythrocyte deformability and ] in a header and this invention further. 

[0009] That is, this invention offers the constituent containing the blood viscosity fall agent which 
contains one sort chosen from Artemisiae argyi folium, glycyrrhiza, Rehmanniae radix, Astragali radix, 
a bulrush, moutan bark, and Salvia miltiorrhiza Bge., or two sorts or more of a crude drug extract and/or 
its fractionation object as an active principle, and this blood viscosity fall agent. 
[0010] Hereafter, this invention is explained to a detail. The blood viscosity fall agent of this invention 
contains one sort chosen from Artemisiae argyi folium, glycyrrhiza, Rehmaimiae radix, Astragali radix, 
a bulrush, moutan bark, and Salvia miltiorrhiza Bge., or two sorts or more of a crude drug extract and/or 
its fractionation object as an active principle. What these extracts are extracted from Artemisiae argyi 
folium (leaf of Korea sagebrush), Rehmanniae radix (rhizomes, such as Rehmannia glutinosa 
Liboschitz), glycyrrhiza (the root or stolon of liquorice). Astragali radix (root of Astragalus 
membranaceus), a bulrush (pollen, such as HIMEGAMA), moutan bark (cortex of a carbon button), and 
Salvia miltiorrhiza Bge. (root of Salvia miltiorrhiza) by hot water, and carried out the reflux extract with 
100-degree C water is mentioned. 

[001 1] These extracts may use the fractionation object with which the active principle which may use it 
as it is and has a blood viscosity fall operation among the extract is contained. For example, if it lets the 
Artemisiae argyi folixmi extract pass in the column filled up with the huge network structure 
composition adsorbent, said adsorbent will not be adsorbed but the active principle which has a blood 
viscosity fall operation will pass. Under the present circumstances, among the Artemisiae argyi folium 
extracts, since a bitterness component and the component which causes muddiness when it considers as 
a water solution are adsorbed by the adsorbent, it can remove from the fraction containing an active 
principle. When using it as the case where it adds especially for food, or a liquid, it is desirable to use 
such a fractionation object. 

[0012] The blood viscosity fall agent of this invention is obtained by blending with a basis that to which 
remaining as it is or freeze drying carried out such a crude drug extract and/or its fractionation object. 
As a basis, bases for taking orally, such as a tablet, a capsule, or a drink, are desirable. 
[0013] Altiiough especially the dose of the blood viscosity fall agent of this invention is not limited, it is 
0.001 g or more of adult 1 sunny as a water extract of a crude drug, and are usually 0.01-5g preferably. 
By using it in this range, expected effectiveness is expectable. 

[0014] Moreover, the constituent of this invention blends the above-mentioned blood viscosity fall agent 
with various constituents, for example, an eating-and-drinking article, drugs, quasi drugs, etc. The 
loadings of the above-mentioned blood viscosity fall agent in these constituents are 0.00 Ig or more of 
adult 1 sunny as a water extract of a crude drug, and are usually 0.01-5g preferably. Sagebrush etc. is 
especially used for edible for many years, and long-term continuous use is possible. 
[0015] If the blood viscosity fall agent of this invention has a blood viscosity fall operation, and 
Artemisiae argyi folium or a glycyrrhiza extract has an erythrocyte deformability promotion operation 
especially in addition to a blood viscosity fall operation, consequently these are prescribed for the 
patient, blood viscosity will fall. 
[0016] 

[Example] Below, the example of this invention is explained. 
[0017] 

[Example(s) of Production] First, Artemisiae argyi folium is explained for the example of manufacture 
of the crude drug extract used for this invention, and its fractionation object as an example. In addition, 
what is necessary is just to manufacture similarly about other crude drugs. 

[0018] Using 31. water, 100 degrees C carries out a reflux extract for 3 hours, 300g of Artemisiae argyi 
folium is filtered, and a water extract is obtained. Passage liquid is obtained for this extract as through 
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and a non-adsorbing fraction to XAD-2 [ 600ml ] (huge network structure composition adsorbent; 
ORGANO CORP. make). 

[0019] Next, through and 20% ethanol elution fraction are obtained for 21. 20vol% ethanol liquid in said 
column. It lets 2 morel. 99.5vol% ethanol liquid pass in a column, and an ethanol elution fraction is 
obtained 99.5%. Solvent distilling off of each division object solution was carried out under reduced 
pressure, and the fractionation object was respectively obtained as solid content (49g, 5.3g, and 5.1g). 
[0020] When the animal was made to take in these fractionation objects as shown below and the blood 
viscosity fall effectiveness was investigated, this effectiveness was accepted only in the non-adsorbing 
fraction. 
[0021] 

[Working Example(s) and Comparative Example(s)] The hot water extract of Artemisiae argyi folium, 
glycyrrhiza, Relunanniae radix, Astragali radix, a bulrush, moutan bark, and Salvia miltiorrhiza Bge. 
was carried out, the animal was medicated with what freeze-dried the extract, whole blood viscosity was 
measured, and erythrocyte deformability was measured about Artemisiae argyi folium and glycyrrhiza. 
[0022] Moreover, as an example of a comparison, the hot water extract of river KYUU, a peach kernel, 
and the bupleuri radix was carried out like the above, using what was freeze-dried, whole blood 
viscosity was measured and erythrocyte deformability was measured about river KYUU and bupleuri 
radix. 

[0023] <Measurement of whole blood viscosity> each crude drug extract was administered orally to the 
mouse, and change of whole blood viscosity was investigated. While making the ICP system male 
mouse (9 weeks old, Japanese Clare) of every one groups [ five ] take in a milk casein 20% pellet freely 
CE-2 (Japanese Clare)80%, it was continuously medicated with what dissolved 5 % of the weight of 
each extract in 1% of the weight of the carboxymethylcellulose sodium (cmc-Na) water solution for 14 
days in the 0.5ml/animal/day. Moreover, the control group was continuously medicated with the cmc-Na 
water solution for 14 days in the 0.5ml/animal/day 1% of the weight. 

[0024] 14 days after, the mouse of each group was made to abstain from food, blood collecting was 
performed from the jugular vein 18 hours after fast initiation, ethylenediaminetetraacetic acid 2 
potassium (EDTA-2K) (Img per 1ml of whole blood) was added, and it considered as non-clotted blood. 
Whole blood viscosity was measured for 0.5ml with the shearing stress of 37.5sec-l among those for 
cone plate BISUKO meter (cone-plate-viscometer: biotechnology LEO riser BRL-500, Tokyo Keiki 
make). The result is shown in Table 1 . In addition, the numeric value of front Naka expresses the 
percentage of the whole blood viscosity of each extract administration group to the whole blood 
viscosity of a control group. 
[0025] 
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[0026] It is clear to each extract of Artemisiae argyi folium, glycyrrhiza, Rehmanniae radix, Astragali 
radix, a bulrush, moutan bark, and Salvia miltiorrhiza Bge. from this result to have the operation which 
falls blood viscosity. Especially the blood viscosity fall effectiveness of the Artemisiae argyi folium 
extract is remarkable. 

[0027] When the same trial was carried out about the fractionation object of the Artemisiae argyi folium 
extract using each fractionation object obtained in said example of manufacture, the blood viscosity fall 
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operation was intentionally looked at by the non-adsorbing fraction. In addition, although the resuh was 
not shown, significant effectiveness was not acquired when the same trial was performed also about 
safflower, angericae radix, an achyranthes root, rhei rhizoma, Hippophae rhamnoides, Curcuma 
zedoaria ROSCOE, white **, a corydalis tuber, Leonuri Herba, Poria, a ginseng radix, 37, and 
large **. 

[0028] Change of <measurement of erythrocyte deformability> next Artemisiae argyi folium, 
glycyrrhiza, river KYUU, or the erythrocyte deformability after carrying out the ingestion of the extract 
of bupleuri radix to a mouse was investigated. 

[0029] Like measurement of the above-mentioned whole blood viscosity, the pellet was made to take in 
or each extract was prescribed for the patient. It was made to abstain from food from the 14th day of 
administration of an extract, and blood collecting was performed from the jugular vein 18 hours after 
fast initiation, EDTA-2K (Img per 1ml of whole blood) were added, and it considered as non-clotted 
blood. 0.1ml is added to a 4.9ml physiological saline among those, 37 degrees C incubates for 5 
minutes, and it is the diameter of 13mm. Erythrocyte deformability was measured, when it put into a 
glass syringe with a NUKURE pore filter (Costar Corp. make) with a bore diameter of 3 micrometers 
and 1ml of the beginning measured pass time for a filter under reduced pressure (-ISmmHg). A result is 
shown in Table 2. 
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[003 1] The Artemisiae argyi folium extract and a glycyrrhiza extract have the operation which raises the 
deformability of an erythrocyte intentionally so that clearly from this result. It becomes the big factor of 
reducing whole blood viscosity that erythrocyte deformability improves. It is less than [ it ], and that the 
diameter of a peripheral vessel is comparable as the magnitude of an erythrocyte, or since it is said that 
an erythrocyte needs to deform into passing a peripheral vessel, it is thought that the improvement in 
erythrocyte deformability combines with the fall of whole blood viscosity, and contributes to circulation 
promotion. 
[0032] 

[Effect of the Invention] The blood viscosity fall agent of this invention contains Artemisiae argyi 
folium, glycyrrhiza, Rehmanniae radix, Astragali radix, a bulrush, moutan bark, or the extract of Salvia 
mihiorrhiza Bge., and its safety is high and it has the operation which reduces blood viscosity. 
Especially the thing containing the extract of Artemisiae argyi folium and glycyrrhiza has the operation 
which raises erythrocyte deformability in addition to a blood viscosity fall operation. Consequently, 
blood viscosity falls and microcirculation can be improved. 



[Translation done.] 
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* NOTICES * 

JPO and NCI PI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] The blood viscosity fall agent which contains one sort chosen from Artemisiae argyi folium, 
glycyrrhiza, Rehmanniae radix, Astragali radix, a bulrush, moutan bark, and Salvia miltiorrhiza Bge., or 
two sorts or more of a crude drug extract and/or its fractionation object as an active principle. 
[Claim 2] The constituent containing a blood viscosity fall agent according to claim 1. 



[Translation done.] 
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^>Sjfll2rtTV\ EDTA-2K (^Jtlm I $)7tO Im 
s) ^tWtXimmM.bLfz. ^(r>o-hQ . 1ml?:, 
4. 9m\<r>±mk^mzt]\X.X. 3 7'C, 5^jWy 
Jfi^-hL, Ittf513mm J\g3/zmi07 i^W^KT 
50 (Costar Corp. |g) ttiiltgitcAil, ME 
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(4) 



nmV6-l 72 196 



T (-1 5mmHg) X\ M^<r>lm \ ti^y ^ IV-^-^ * [0 0 3 0] 



1* # 








16. 0 ± 1. 26 




n ¥ 


11. 1 ± 2. 57 


* * 




14. 3 ± 1. 39 




^ 191 


1 5 . 8 ± 1 . 5 7 




3t m 


11. 1 ± 1. 3 2 


* * 



• * : P<0. 0 1 



[0031] z<7)t&^t-^Bfi^i)-^j:x 0 iz. ^mmm 8^ [ o o 3 2 ] 
Rx/v^mmimim<r>^mm?:^M^z\^±^^m 

f^<rM.Tbmxmim^z-m--ftb^tih>ixh. ^20 



w.. mn. m. mm. h^^^mmmm 
ii^m{s,Tm^zi}aixmmmm?:-Sibim?:^i- 
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